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Traditional exercise programs seem to be less osteogenic in the mature and post-mature
skeleton compared to the young skeleton. This is likely because of the decline in
sensitivity of bone to mechanical loading that occurs with advancing age. Another factor
contributing to the apparently diminished benefit of exercise in older adults is failure of
widely used measurement techniques (i.e., DXA) to identify changes in 3-dimensional
bone structure, which are important determinants of bone strength. Moreover, although
hormonal contributors to bone loss in the elderly are well-recognized, the influence
of age-related increases in sympathetic nervous system activity, which impacts bone
metabolism, is rarely considered. In this Perspective, we cite evidence from animal and
human studies demonstrating anabolic effects of exercise on bone across the lifespan
and we discuss theoretical considerations for designing exercise regimens to optimize
bone health. We conclude with suggestions for future research that should help define
the osteogenic potential of exercise in older individuals.
Keywords: osteogenesis, mechanical loading, aging, sympathetic nervous system, beta-adrenergic receptor,
periosteum
In the United States, over 1.5 million osteoporotic fractures occur annually (Black and Rosen,
2016). The majority of these occur in the latter decades of life when rates of bone loss and
microarchitectural deterioration are at their greatest (Seeman, 2002). Exercise is a commonly
recommended intervention for preventing bone fragility; however, human and animal studies
suggest that the anabolic effect of exercise is much less potent in the mature and post-mature vs. the
immature skeleton (Forwood and Burr, 1993). These observations raised the question: is exercise a
worthwhile strategy for promoting bone health in mature and elderly individuals?
The author of a New York Times article (Kolata, 2016) cites minuscule gains in bone density
reported from exercise trials in adult populations and concludes that “exercise has little or no effect
on bone strength.” This conclusion, however, is based on studies that do not take into account
recent advances in non-invasive technologies for measuring bone density and structure (Bouxsein,
2008) or new strategies to make exercise more potent, or osteogenic, in aging populations
(Srinivasan et al., 2010).
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In this Perspective, we propose that the debate regarding the
effectiveness of exercise in promoting bone health in mature and
older adults be revisited, focusing on three sometimes overlooked
considerations:
(1) Appropriate characterization of adaptive responses.
Comprehensive assessment of bone structure may be
required, in addition to measures of areal bone density, to
fully elucidate the impact of exercise.
(2) Rethinking of the notion that only high-impact exercise
is osteogenic. Innovative exercise paradigms appear to be
capable of “hacking” the osteogenic signal produced by
exercise such that low-to-moderate intensity activities may
also be beneficial.
(3) Recognition that the skeleton has strong physiologic
interactions with the sympathetic nervous system.
Treatments based on exploitation of these interactions
may lead to improved bone health in the elderly.
WHAT IS THE OPTIMAL MEASURE FOR
ASSESSING EXERCISE-INDUCED
OSTEOGENESIS?
Human studies have demonstrated an age-related decline in the
responsiveness of bone mineral density (BMD), as measured
by DXA, to exercise interventions (Forwood and Burr, 1993).
Nevertheless, a recent meta-analysis in older adults revealed
small but statistically significant increases in BMD at the lumbar
spine and femoral neck (Marques et al., 2012). It is important
to consider, however, the inherent limitations of DXA that may
lead to underestimation of the mechanical benefits of exercise
(Petit et al., 2005). Based on attenuation of photons by bone
and soft tissue, DXA provides a precise estimate of the amount
of bone located within an area; however, it does not reveal
bone structure (e.g., cross-sectional geometry, cortical thickness,
microarchitecture).
Animal studies show changes in bone structure, as well as
density, in response to exercise interventions, and these structural
changes have major implications for bone strength (Robling
et al., 2002; Warden et al., 2005). For example, loading of
rat forelimbs increased both the strength of bone (+64%) and
the energy required to fracture (+94%), while at the same
time resulted in only a 7% increase in whole bone mineral
content (Robling et al., 2002). This disproportionate increase
in bone strength was attributed to deposition of bone on the
periosteal surface, increased cross-sectional moment of inertia
and, therefore, increased resistance to bending. Unfortunately,
the majority of animal studies show age-related blunting of
the periosteum’s response to loading (Steinberg and Trueta,
1981; Raab et al., 1990; Rubin et al., 1992; Järvinen et al.,
2003; Lieberman et al., 2003), with some studies reporting
complete lack of response to exercise in older animals (Steinberg
and Trueta, 1981; Rubin et al., 1992; Hoshi et al., 1998).
In contrast, other studies indicate that mature and older
animals retain the ability to mount a periosteal response (Chen
et al., 1994; Leppanen et al., 2008). Exercise training resulted
in equivalent gains in bone strength in 5- and 33-week-old
rats (Järvinen et al., 2003); however, there were important
qualitative differences in the structural alterations. The adult
rats demonstrated increased volumetric bone mineral density
(vBMD), whereas, the immature rats demonstrated greater
periosteal apposition.
The disparate results of these prior studies may be due to
differences in experimental design, including loading modality
(treadmill running vs. functionally isolated ulnar loading) and
bone measurement technologies (e.g., non-invasive imaging,
mechanical testing, histomorphometry). Nevertheless, the overall
indication from these studies is that bones in mature animals
retain the ability to respond favorably to exercise, even if
the response, particularly at the periosteum, is attenuated.
These animal studies underscore the importance of obtaining
structural as well as areal density information in human exercise
studies.
Recent introduction of quantitative computed tomography
(QCT), DXA-derived hip structural analysis (HSA), and
magnetic resonance imaging (MRI) has afforded the ability
to assess bone geometry, bone macro- and micro-structure,
three-dimensional bone density, and estimates of bone strength
using engineering analyses (Bouxsein, 2008). A systematic
review of studies using either peripheral QCT (pQCT) or
HSA to measure exercise effects on bone strength across
various age groups reported improvements of 1–8% in children
and adolescents, with either no change or very modest
improvements in middle-aged and older adults (Nikander
et al., 2010). Nevertheless, like DXA, HSA and pQCT have
inherent limitations that make exercise studies difficult to
interpret. HSA technology requires numerous assumptions to
derive bone cross-sectional geometry from DXA scans, and
pQCT lacks the resolution to capture the microstructural
outcomes that have been demonstrated in animal exercise
studies.
The ability to capture minute but mechanically significant
changes in bone structure is a relatively recent development.
High-resolution pQCT (HRpQCT) can detect changes in
trabecular thickness, spacing, and number. It is not plagued
to the same degree as standard pQCT with partial volume
effects and should therefore, be more sensitive to changes in
cortical thickness and periosteal and endosteal circumferences.
Nevertheless, HRpQCT can only capture images in the
distal appendicular skeleton. If exercise studies in adults and
senescent individuals demonstrate favorable changes in the
microarchitecture at the radius or tibia, assumptions will still
have to be made about similar benefits occurring at clinically
relevant sites such as the spine and hip, at least until high
resolution imaging is available for these regions.
In summary, traditionally used imaging techniques that
measure two-dimensional areal density (e.g., DXA) are not
adequate to provide a comprehensive picture of exercise-induced
changes in bone structure, and therefore, strength. Although,
some animal studies employing mechanical testing and
histomorphology demonstrate a positive effect of loading in
adult and senescent animals, newer technologies (e.g., HRpQCT)
will be necessary to fully reveal the beneficial effects of exercise
on bone health in humans.
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CAN NON-TRADITIONAL EXERCISE
REGIMENS CIRCUMVENT THE NEED FOR
HIGH-IMPACT LOADING BY “HACKING”
THE OSTEOGENIC SIGNAL?
Animal studies have shown that for skeletal loading to be
anabolic, it must be dynamic and relatively intense such that
resultant strains (or deformation of bone tissue) are high
in magnitude (Lanyon and Rubin, 1984; Rubin and Lanyon,
1984). Higher magnitude strains are likely needed to initiate
an anabolic response in the old vs. the young (Turner et al.,
1995). High intensity resistance training in elderly humans has
been conducted safely and has resulted in improvements in
vBMD in the tibia and radius (Liu-Ambrose et al., 2004) and
reduced risk of falls (Liu-Ambrose et al., 2005); nevertheless, high
magnitude loading in the elderly remains controversial because
of inherent risk of injury. The development of practical, safe,
and effective osteogenic exercise programs will require creative
solutions based on physiology of bone mechanosensitivity and
adaptation and an understanding of the mechanisms underlying
age-related declines in responsiveness to loading (Robling et al.,
2006; Bonewald and Johnson, 2008; Dallas et al., 2013).
Loss of mechanosensitivity may be caused, at least in part, by
age-related declines in the number and function of osteocytes
(Frost, 1960; Wong et al., 1985; Dunstan et al., 1990). Aging
is also associated with declines in the number and function of
osteoblasts and the ability of these cells to differentiate from
multipotent mesenchymal stem cells (Tsuji et al., 1990; Quarto
et al., 1995; Majors et al., 1997; Nishida et al., 1999; Muschler
et al., 2001; Yeh et al., 2015). Reduced mechanosensitivity may
also be related to onset of menopause in women. Estrogen has
been shown to play a role in regulating osteocyte paracrine
signaling following mechanical loading (Joldersma et al., 2001)
as well as osteocyte apoptosis (Tomkinson et al., 1997, 1998).
Clearly, further mechanistic research is needed to fully
elucidate why bone becomes less sensitive to exercise with age.
In the meantime, innovative solutions to combat age-related
declines in bone mechanoadaptation are necessary, e.g., “rest-
inserted loading” (Gross et al., 2004; Babatunde et al., 2012).
Several studies in mature animals have demonstrated that rest
periods of seconds (Srinivasan et al., 2002), hours (Robling et al.,
2001), and even weeks (Saxon et al., 2005) inserted between
loading cycles and bouts increase bone mechanoadaptation,
resulting in greater gains in bone strength compared with
continuous loading. In addition, low-magnitude loading with
rest periods inserted produced a periosteal response in aged
rats that was equal to that produced by loading with twice the
magnitude, but without rest insertion (Srinivasan et al., 2003).
A potential mechanism for the effectiveness of short-term rest is
cellular accommodation, in which mechanosensitive cells adjust
cytoskeletal stiffness in response to fluid flow, thereby inhibiting
release of important pro-osteoblastic signaling molecules such
as nitric oxide and prostaglandins (Jaasma et al., 2007). This
mechanism may also explain cellular “saturation” in which bone
cells become less mechanically sensitive with repetitive loading
and why a small number of loading cycles seems to have the same
osteogenic potential as a larger number of cycles (Umemura et al.,
1997). Taken together, these studies suggest that only a few low-
to moderate-intensity loading cycles with rest-insertion may be
an adequate stimulus for bone formation.
Another modality that may circumvent the need for high-
impact loading is low-amplitude, high-frequency vibration, an
intervention that has been shown to increase bone formation in
animal models of post-menopausal, peri-implant, and congenital
osteoporosis (Shi et al., 2010; Vanleene and Shefelbine, 2013;
Liang et al., 2014). The results of clinical investigations in
post-menopausal women, however, have been inconsistent.
In some studies, whole body vibration had beneficial effects
on bone (Rubin et al., 2004; Beck and Norling, 2010; Lai
et al., 2013), whereas, in other investigations, no positive
outcomes were observed (Russo et al., 2003; Iwamoto et al.,
2005; Slatkovska et al., 2014; Santin-Medeiros et al., 2015; Xu
et al., 2016). Subgroup analysis performed as part of a recent
systematic review points to several reasons for the disparate
results (Oliveira et al., 2016). In that analysis, vibration-induced
increases in BMD were observed only when: a side-alternating,
high-frequency, low amplitude vibration waveform was applied,
when subjects were positioned with semi-flexed knees, and
when subjects who concomitantly received medications or
performed additional forms of training were excluded from
analysis. While this modality holds at least some promise
in mature and post-mature individuals, clinical use of whole
body vibration is not justified until the optimal vibration
parameters, training frequency and duration, subject body
position, and overall safety of this intervention have been
determined.
One clinical condition in which the negative effect of aging
on bone health seems to be accelerated is disuse osteoporosis
following spinal cord injury (Dolbow et al., 2013). In this
population, transcutaneous electrical stimulation of denervated
muscle is one relatively recent strategy that, when used to
elicit cycling or rowing exercise, has positive effects on bone.
In case studies (Okafor et al., 2016), retrospective correlational
analyses (Hammond et al., 2014), and randomized controlled
trials reviewed by Chang et al. (2013), functional electrical
stimulation has been shown not only to prevent bone loss, but
to increase bone density and quality with seemingly greater
effectiveness than traditionally employed interventions such as
bisphosphonate administration, assisted standing, and weight
supported treadmill walking (Lichy and Groah, 2012; Newman
and Barker, 2012; Tan et al., 2013).
A final innovative strategy, non-customary loading, is based
on the finding that abnormal loading patterns are more
osteogenic than customary ones (Rubin and Lanyon, 1984).
A likely explanation is that regions of bone experiencing the
greatest strains also experience the greatest increases in bone
formation (Cresswell et al., 2016). Bones already adapted to
customary loads may require novel, multiaxial activities to
initiate adaptive responses via greater local strains. A practical
example might be a habitual walker who subjects her bones to
“non-customary” loading patterns via ballroom dance (e.g., rapid
changes in tempo and direction of movement, jumps, and weight
shifts).
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To summarize, animal, and human studies demonstrate that
mature and senescent bone retains the ability to respond to
loading with osteogenesis; however, innovative paradigms such
as rest insertion and “non-customary” loading may be necessary
to maximize the osteogenic potential of exercise.
CAN THE PHYSIOLOGIC INTERACTION
BETWEEN BONE AND THE SYMPATHETIC
NERVOUS SYSTEM BE EXPLOITED TO
OPTIMIZE EXERCISE-INDUCED CHANGES
IN BONE HEALTH?
In the past, bone was viewed as a “calcium reservoir” and a system
of scaffolding/support for other tissues. We now know that bone
tissue interacts constantly with surrounding tissue, circulating
factors, and other organ systems. Indeed, the force/tension
relationships between skeletal muscle and bone are a major factor
in the beneficial influence of exercise training on bone strength.
Furthermore, circulating hormones have important influences
on bone structure and function that have been recognized for
decades. These hormonal effects are discussed extensively in
recent reviews (Dallas et al., 2013; Girgis et al., 2015; Silva and
Bilezikian, 2015; Taraborrelli, 2015). In this section, we highlight
an emerging area of research—the relationship between bone and
the sympathetic nervous system.
The proximity of sympathetic nerve endings to osteoblasts
provides the anatomical substrate for this osteo-neural
interaction. Evidence from animal models and clinical studies
suggests that a β2-adrenergic receptor mechanism underlies
the interaction (Elefteriou et al., 2005). In adult rats, chronic
administration of β2-adrenergic agonists negatively affected
bone density, microarchitecture, and mechanical properties
(Bonnet et al., 2005). In addition, the clinical use of β-adrenergic
antagonists is often (but not always Reid et al., 2005) associated
with increases in trabecular density and/or decreases in bone
turnover and risk of fractures in older people (Schlienger et al.,
2004; Wiens et al., 2006). Age-related increases in sympathetic
activity are well-documented in healthy humans (Dinenno and
Joyner, 2006; Hart and Charkoudian, 2014); therefore, a β-
adrenergic mechanism may contribute to decreases in trabecular
microstructure that occur with normal aging.
This question was recently addressed in pre- and
post-menopausal women using direct measurements of
sympathetic neural activity along with DXA measures of areal
BMD and HRpQCT measures of cortical and trabecular bone
microstructure and volumetric BMD (Farr et al., 2012). In this
study, higher sympathetic activity was associated with lower
trabecular number and connectivity density. Interestingly, these
negative relationships were stronger in the distal radius vs. the
tibia, suggesting that load-bearing activities (i.e., many forms
of exercise), may blunt, or minimize any deleterious influence
of sympathetic activity on bone structure or strength. Plasma
levels of osteopontin, a bone regulating factor that contributes
importantly to the negative influence of β-adrenergic agonists
on bone tissue (Nagao et al., 2011), were also inversely related to
sympathetic activity in younger and older women. This finding
suggests the possibility of a negative feedback loop that would
minimize the negative influences of β-adrenergic stimulation on
bone metabolism in individuals with elevated sympathetic nerve
activity.
Studies in adult mice and rats indicate that inactivity or
disuse results in bone loss (Cabahug-Zuckerman et al., 2016)
and increased sympathetic nervous system activation (Mischel
and Mueller, 2011). Inhibition of disuse-associated elevation
in sympathetic tone using a β-blocker mitigated bone loss by
altering osteoblast and osteoclast activity (Kondo et al., 2005;
Baek and Bloomfield, 2009). In contrast to disuse, exercise
training in animal models reduces sympathetic activity (see
Mueller, 2007 for review). The beneficial effect of exercise
training on bone formation in adult rats was prevented with
a β2-adrenergic agonist (Bonnet et al., 2007), suggesting that
the negative effects of sympathetic stimulation can override
the positive effects of load-bearing exercise training on bone
formation.
Recent observational studies of patients with spinal cord
injury indicate that bone mineral content is more compromised
in patients with paraplegia than those with quadriplegia
(Coupaud et al., 2009; Dionyssiotis et al., 2009). This effect is
likely attributable to the smaller muscle mass and the flaccid
vs. spastic paralysis characteristic of low- vs. high-level lesions;
however, it is tempting to speculate that at least some of this effect
could be explained by comparatively more complete sympathetic
innervation below the level of the lesion in individuals with
paraplegia.
Mechanistic studies in adult mice indicate that the
sympathetic nervous system is a key regulator of bone formation.
In a murine model of immobilization stress, circulating levels
of norepinephrine increase, and bone loss occurs. In contrast,
after sympathectomy, norepinephrine decreases and the bone
loss produced by immobilization is reversed (Jiao et al., 2015).
Further supportive evidence comes from studies in which
hypothalamic function was genetically altered by manipulation
of Single minded 1 (Sim1), a transcription factor necessary for
hypothalamic development. In a case study describing a patient
with a Sim1 mutation, extremely high BMD was reported.
In subsequent murine experiments, adult deletion of Sim1
increased bone formation by reducing sympathetic activity
(Wang et al., 2015). The authors then confirmed the role of
adrenergic activity by administering a β-adrenergic receptor
agonist to Sim1 knockout mice, which reversed the increased
bone formation associated with Sim1 deletion.
Thus, several lines of evidence demonstrate that sympathetic
stimulation adversely affects integrity of the adult skeleton.
Whether, similar mechanisms are responsible for the negative
relationship between elevated sympathetic activity and low bone
density in post-mature individuals (Farr et al., 2012) has not yet
been tested.
Although, sympatholytic effects of exercise training have been
observed in experimental animals, most human studies have
found that sympathetic nerve activity is unaffected by training
in young, healthy adults—individuals in whom baseline levels of
sympathetic outflow are relatively low (Hart and Charkoudian,
2014; Carter and Ray, 2015). In contrast, exercise training
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FIGURE 1 | Several sometimes overlooked concepts call into question the notion that exercise interventions are minimally effective in building bone
strength in older adults. We propose that exercise can produce favorable changes in architecture and strength of mature and post-mature bone; however,
revelation of this capability may require innovative exercise programs, high-resolution imaging techniques, and interventions that capitalize on bone-sympathetic
nervous system interactions.
produces rather dramatic decreases in sympathetic outflow in
individuals with high basal nerve traffic (e.g., patients with heart
failure (Roveda et al., 2003; Negrão and Middlekauff, 2008)
and hypertension (Grassi et al., 1992; Laterza et al., 2007). The
potential sympatholytic effects of exercise training in healthy
older adults, who also have relatively high basal sympathetic
activity, and the impact of exercise-induced reductions in
sympathetic activity on bone health remain largely unexplored.
A potential integrative mechanism underlying the link
between the sympathetic nervous system and bone is the
vestibulo-sympathetic reflex. Evidence from microgravity
studies, showing upregulated sympathetic nerve activity and
concurrent accelerated bone loss, suggests that vestibular signals
may be important in bone remodeling (Vignaux et al., 2013).
Experimental manipulations of vestibular inputs in humans,
i.e., long-term head-down bedrest (Tanaka et al., 2013) or space
flight (Ertl et al., 2002), are also associated with increases in
sympathetic outflow and decreases in bone mass (Ertl et al.,
2002; Armbrecht et al., 2011; Tanaka et al., 2013; Smith et al.,
2014). In the converse situation (i.e., increased gravitational
stress), alterations in vestibular input may contribute to the link
between upright, weight bearing locomotion, and beneficial bone
remodeling.
In summary, studies in animals and humans suggest that the
sympathetic nervous system may be an important mechanistic
link between physical activity and bone health. This emerging
evidence raises the possibility that pharmacological intervention
may be able to augment the benefits of exercise on bone health in
humans across the lifespan.
CONCLUSIONS
Multiple lines of evidence from human and animal studies
indicate that the aging skeleton remains modestly responsive to
exercise interventions. In Figure 1, we outline an approach for
further documentation of these effects. Retained responsiveness
of bones to exercise may require more intense loading stimuli in
older compared with younger individuals; nevertheless, unique
strategies for “hacking” the system (e.g., rest-inserted loading,
non-customary loading, vibration) can possibly obviate the
need for extreme loads. Pharmacological interventions that
take advantage of sympathetic neural-bone interactions (e.g., β-
adrenergic blockade) may be another potentially fruitful strategy.
Sophisticated imaging methods are needed to fully characterize
exercise-induced adaptations in bone architecture and bone
strength in older populations. We propose that exercise has
the potential to positively affect bone health in mature and
elderly individuals, and regardless of the degree to which exercise
improves bone strength, prevention of bone loss is, per se, a
desirable outcome in this population.
Frontiers in Physiology | www.frontiersin.org 5 September 2016 | Volume 7 | Article 369
Hughes et al. Exercise-Induced Osteogenesis
AUTHOR CONTRIBUTIONS
All authors listed, have made substantial, direct and intellectual
contribution to the work, and approved it for publication.
FUNDING
This work was supported by grant #HL118154 to JB from the
National Heart, Lung, and Blood Institute, United States.
REFERENCES
Armbrecht, G., Belavý, D. L., Backström, M., Beller, G., Alexandre, C., Rizzoli, R.,
et al. (2011). Trabecular and cortical bone density and architecture in women
after 60 days of bed rest using high-resolution pQCT:WISE 2005. J. BoneMiner.
Res. 26, 2399–2410. doi: 10.1002/jbmr.482
Babatunde, O. O., Forsyth, J. J., and Gidlow, C. J. (2012). A meta-
analysis of brief high-impact exercises for enhancing bone health in
premenopausal women.Osteoporos. Int. 23, 109–119. doi: 10.1007/s00198-011-
1801-0
Baek, K., and Bloomfield, S. A. (2009). Beta-adrenergic blockade and leptin
replacement effectively mitigate disuse bone loss. J. Bone Miner. Res. 24,
792–799. doi: 10.1359/jbmr.081241
Beck, B. R., and Norling, T. L. (2010). The effect of 8 mos of twice-
weekly low- or higher intensity whole body vibration on risk factors for
postmenopausal hip fracture. Am. J. Phys. Med. Rehabil. 89, 997–1009. doi:
10.1097/PHM.0b013e3181f71063
Black, D. M., and Rosen, C. J. (2016). Clinical Practice. Postmenopausal
osteoporosis. N. Engl. J. Med. 374, 254–262. doi: 10.1056/NEJMcp1513724
Bonewald, L. F., and Johnson, M. L. (2008). Osteocytes, mechanosensing and Wnt
signaling. Bone 42, 606–615. doi: 10.1016/j.bone.2007.12.224
Bonnet, N., Benhamou, C. L., Beaupied, H., Laroche, N., Vico, L., Dolleans, E., et al.
(2007). Doping dose of salbutamol and exercise: deleterious effect on cancellous
and cortical bones in adult rats. J. Appl. Physiol. (1985) 102, 1502–1509. doi:
10.1152/japplphysiol.00815.2006
Bonnet, N., Brunet-Imbault, B., Arlettaz, A., Horcajada, M. N., Collomp,
K., Benhamou, C. L., et al. (2005). Alteration of trabecular bone under
chronic beta2 agonists treatment. Med. Sci. Sports Exerc. 37, 1493–1501. doi:
10.1249/01.mss.0000177592.82507.95
Bouxsein, M. L. (2008). Technology insight: noninvasive assessment of bone
strength in osteoporosis. Nat. Clin. Pract. Rheumatol. 4, 310–318. doi:
10.1038/ncprheum0798
Cabahug-Zuckerman, P., Frikha-Benayed, D., Majeska, R. J., Tuthill, A., Yakar, S.,
Judex, S., et al. (2016). Osteocyte apoptosis caused by hindlimb unloading is
required to trigger osteocyte rankl production and subsequent resorption of
cortical and trabecular bone in mice femurs. J. Bone Miner. Res. 31, 1356–1365.
doi: 10.1002/jbmr.2807
Carter, J. R., and Ray, C. A. (2015). Sympathetic neural adaptations to exercise
training in humans. Auton. Neurosci. 188, 36–43. doi: 10.1016/j.autneu.2014.
10.020
Chang, K. V., Hung, C. Y., Chen, W. S., Lai, M. S., Chien, K. L., and Han, D.
S. (2013). Effectiveness of bisphosphonate analogues and functional electrical
stimulation on attenuating post-injury osteoporosis in spinal cord injury
patients- a systematic review and meta-analysis. PLoS ONE 8:e81124. doi:
10.1371/journal.pone.0081124
Chen, M. M., Yeh, J. K., Aloia, J. F., Tierney, J. M., and Sprintz, S. (1994).
Effect of treadmill exercise on tibial cortical bone in aged female rats: a
histomorphometry and dual energy x-ray absorptiometry study. Bone 15,
313–319.
Coupaud, S.,McLean, A. N., andAllan, D. B. (2009). Role of peripheral quantitative
computed tomography in identifying disuse osteoporosis in paraplegia. Skeletal
Radiol. 38, 989–995. doi: 10.1007/s00256-009-0674-1
Cresswell, E. N., Goff, M. G., Nguyen, T. M., Lee, W. X., and Hernandez, C. J.
(2016). Spatial relationships between bone formation and mechanical stress
within cancellous bone. J. Biomech. 49, 222–228. doi: 10.1016/j.jbiomech.2015.
12.011
Dallas, S. L., Prideaux, M., and Bonewald, L. F. (2013). The osteocyte: an endocrine
cell and more. Endocr. Rev. 34, 658–690. doi: 10.1210/er.2012-1026
Dinenno, F. A., and Joyner, M. J. (2006). Alpha-adrenergic control of
skeletal muscle circulation at rest and during exercise in aging humans.
Microcirculation 13, 329–341. doi: 10.1080/10739680600618843
Dionyssiotis, Y., Lyritis, G. P., Papaioannou, N., Papagelopoulos, P., and
Thomaides, T. (2009). Influence of neurological level of injury in bones,
muscles, and fat in paraplegia. J. Rehabil. Res. Dev. 46, 1037–1044. doi:
10.1682/JRRD.2008.12.0163
Dolbow, J. D., Dolbow, D. R., Gorgey, A. S., Adler, R. A., and Gater, D. R. (2013).
The effects of aging and electrical stimulation exercise on bone after spinal cord
injury. Aging Dis. 4, 141–153.
Dunstan, C. R., Evans, R. A., Hills, E., Wong, S. Y., and Higgs, R. J. (1990). Bone
death in hip fracture in the elderly. Calcif. Tissue Int. 47, 270–275.
Elefteriou, F., Ahn, J. D., Takeda, S., Starbuck, M., Yang, X., Liu, X., et al. (2005).
Leptin regulation of bone resorption by the sympathetic nervous system and
CART. Nature 434, 514–520. doi: 10.1038/nature03398
Ertl, A. C., Diedrich, A., Biaggioni, I., Levine, B. D., Robertson, R. M.,
Cox, J. F., et al. (2002). Human muscle sympathetic nerve activity and
plasma noradrenaline kinetics in space. J. Physiol. 538(Pt 1), 321–329. doi:
10.1113/jphysiol.2001.012576
Farr, J. N., Charkoudian, N., Barnes, J. N., Monroe, D. G., McCready, L. K.,
Atkinson, E. J., et al. (2012). Relationship of sympathetic activity to bone
microstructure, turnover, and plasma osteopontin levels in women. J. Clin.
Endocrinol. Metab. 97, 4219–4227. doi: 10.1210/jc.2012-2381
Forwood, M. R., and Burr, D. B. (1993). Physical activity and bone mass: exercises
in futility? Bone Miner. 21, 89–112.
Frost, H. (1960). Presence of microscopic cracks in vivo in bone.Henry Ford Hosp.
Med. Bull. 8, 25–35.
Girgis, C. M., Baldock, P. A., and Downes, M. (2015). Vitamin D, muscle and bone:
integrating effects in development, aging and injury.Mol. Cell. Endocrinol. 410,
3–10. doi: 10.1016/j.mce.2015.03.020
Grassi, G., Seravalle, G., Calhoun, D., Bolla, G. B., and Mancia, G. (1992). Physical
exercise in essential hypertension. Chest 101(Suppl. 5), 312S–314S.
Gross, T. S., Poliachik, S. L., Ausk, B. J., Sanford, D. A., Becker, B. A., and
Srinivasan, S. (2004). Why rest stimulates bone formation: a hypothesis based
on complex adaptive phenomenon. Exerc. Sport Sci. Rev. 32, 9–13. doi:
10.1097/00003677-200401000-00003
Hammond, E. R., Metcalf, H. M., McDonald, J. W., and Sadowsky, C. L. (2014).
Bone mass in individuals with chronic spinal cord injury: associations with
activity-based therapy, neurologic and functional status, a retrospective study.
Arch. Phys. Med. Rehabil. 95, 2342–2349. doi: 10.1016/j.apmr.2014.07.395
Hart, E. C., and Charkoudian, N. (2014). Sympathetic neural regulation of
blood pressure: influences of sex and aging. Physiology 29, 8–15. doi:
10.1152/physiol.00031.2013
Hoshi, A., Watanabe, H., Chiba, M., and Inaba, Y. (1998). Effects of exercise at
different ages on bone density and mechanical properties of femoral bone of
aged mice. Tohoku J. Exp. Med. 185, 15–24.
Iwamoto, J., Takeda, T., Sato, Y., and Uzawa, M. (2005). Effect of whole-body
vibration exercise on lumbar bone mineral density, bone turnover, and chronic
back pain in post-menopausal osteoporotic women treated with alendronate.
Aging Clin. Exp. Res. 17, 157–163.
Jaasma, M. J., Jackson, W. M., Tang, R. Y., and Keaveny, T. M. (2007). Adaptation
of cellular mechanical behavior to mechanical loading for osteoblastic cells. J.
Biomech. 40, 1938–1945. doi: 10.1016/j.jbiomech.2006.09.010
Järvinen, T. L., Pajamäki, I., Sievanen, H., Vuohelainen, T., Tuukkanen, J.,
Järvinen, M., et al. (2003). Femoral neck response to exercise and subsequent
deconditioning in young and adult rats. J. Bone Miner. Res. 18, 1292–1299. doi:
10.1359/jbmr.2003.18.7.1292
Jiao, K., Niu, L., Xu, X., Liu, Y., Li, X., Tay, F. R., et al. (2015). Norepinephrine
Regulates Condylar Bone Loss via Comorbid Factors. J. Dent. Res. 94, 813–820.
doi: 10.1177/0022034515577677
Joldersma, M., Klein-Nulend, J., Oleksik, A. M., Heyligers, I. C., and Burger,
E. H. (2001). Estrogen enhances mechanical stress-induced prostaglandin
production by bone cells from elderly women. Am. J. Physiol. Endocrinol.
Metab. 280, E436–E442.
Frontiers in Physiology | www.frontiersin.org 6 September 2016 | Volume 7 | Article 369
Hughes et al. Exercise-Induced Osteogenesis
Kolata, G. (2016, April 1). Exercise is not the path to strong bones.New York Times.
Available online at: http://www.nytimes.com/2016/04/02/health/exercise-is-
not-the-path-to-strong-bones.html?_r=0
Kondo, H., Nifuji, A., Takeda, S., Ezura, Y., Rittling, S. R., Denhardt, D. T., et al.
(2005). Unloading induces osteoblastic cell suppression and osteoclastic cell
activation to lead to bone loss via sympathetic nervous system. J. Biol. Chem.
280, 30192–30200. doi: 10.1074/jbc.M504179200
Lai, C. L., Tseng, S. Y., Chen, C. N., Liao, W. C., Wang, C. H., Lee, M. C., et al.
(2013). Effect of 6 months of whole body vibration on lumbar spine bone
density in postmenopausal women: a randomized controlled trial. Clin. Interv.
Aging 8, 1603–1609. doi: 10.2147/cia.s53591
Lanyon, L. E., and Rubin, C. T. (1984). Static vs. dynamic loads as an influence on
bone remodelling. J. Biomech. 17, 897–905.
Laterza, M. C., de Matos, L. D., Trombetta, I. C., Braga, A. M., Roveda, F.,
Alves, M. J., et al. (2007). Exercise training restores baroreflex sensitivity
in never-treated hypertensive patients. Hypertension 49, 1298–1306. doi:
10.1161/hypertensionaha.106.085548
Leppanen, O. V., Sievanen, H., Jokihaara, J., Pajamaki, I., Kannus, P., and
Jarvinen, T. L. (2008). Pathogenesis of age-related osteoporosis: impaired
mechano-responsiveness of bone is not the culprit. PLoS ONE 3:e2540. doi:
10.1371/journal.pone.0002540
Liang, Y. Q., Qi, M. C., Xu, J., Liu, H. W., Dong, W., Li, J. Y., et al. (2014). Low-
magnitude high-frequency loading, by whole-body vibration, accelerates early
implant osseointegration in ovariectomized rats.Mol. Med. Rep. 10, 2835–2842.
doi: 10.3892/mmr.2014.2597
Lichy, A. M., and Groah, S. (2012). Asymmetric lower-limb bone loss after
spinal cord injury: case report. J. Rehabil. Res. Dev. 49, 221–226. doi:
10.1682/JRRD.2011.03.0048
Lieberman, D. E., Pearson, O. M., Polk, J. D., Demes, B., and Crompton, A.
W. (2003). Optimization of bone growth and remodeling in response to
loading in tapered mammalian limbs. J. Exp. Biol. 206(Pt 18), 3125–3138. doi:
10.1242/jeb.00514
Liu-Ambrose, T. Y., Khan, K.M., Eng, J. J., Gillies, G. L., Lord, S. R., andMcKay, H.
A. (2005). The beneficial effects of group-based exercises on fall risk profile and
physical activity persist 1 year postintervention in older women with low bone
mass: follow-up after withdrawal of exercise. J. Am. Geriatr. Soc. 53, 1767–1773.
doi: 10.1111/j.1532-5415.2005.53525.x
Liu-Ambrose, T. Y., Khan, K. M., Eng, J. J., Heinonen, A., and McKay, H. A.
(2004). Both resistance and agility training increase cortical bone density
in 75- to 85-year-old women with low bone mass: a 6-month randomized
controlled trial. J. Clin. Densitom. 7, 390–398. doi: 10.1111/j.1532-5415.2004.5
2200.x
Majors, A. K., Boehm, C. A., Nitto, H., Midura, R. J., and Muschler, G.
F. (1997). Characterization of human bone marrow stromal cells with
respect to osteoblastic differentiation. J. Orthop. Res. 15, 546–557. doi:
10.1002/jor.1100150410
Marques, E. A., Mota, J., and Carvalho, J. (2012). Exercise effects on bone mineral
density in older adults: a meta-analysis of randomized controlled trials. Age 34,
1493–1515. doi: 10.1007/s11357-011-9311-8
Mischel, N. A., and Mueller, P. J. (2011). (In)activity-dependent alterations in
resting and reflex control of splanchnic sympathetic nerve activity. J Appl
Physiol (1985) 111, 1854–1862. doi: 10.1152/japplphysiol.00961.2011
Mueller, P. J. (2007). Exercise training and sympathetic nervous system activity:
evidence for physical activity dependent neural plasticity. Clin. Exp. Pharmacol.
Physiol. 34, 377–384. doi: 10.1111/j.1440-1681.2007.04590.x
Muschler, G. F., Nitto, H., Boehm, C. A., and Easley, K. A. (2001). Age- and gender-
related changes in the cellularity of human bone marrow and the prevalence
of osteoblastic progenitors. J. Orthop. Res. 19, 117–125. doi: 10.1016/s0736-
0266(00)00010-3
Nagao,M., Feinstein, T. N., Ezura, Y., Hayata, T., Notomi, T., Saita, Y., et al. (2011).
Sympathetic control of bone mass regulated by osteopontin. Proc. Natl. Acad.
Sci. U.S.A. 108, 17767–17772. doi: 10.1073/pnas.1109402108
Negrão, C. E., and Middlekauff, H. R. (2008). Exercise training in heart failure:
reduction in angiotensin II, sympathetic nerve activity, and baroreflex control.
J. Appl. Physiol. (1985) 104, 577–578. doi: 10.1152/japplphysiol.01368.2007
Newman, M., and Barker, K. (2012). The effect of supported standing in adults
with upper motor neurone disorders: a systematic review. Clin. Rehabil. 26,
1059–1077. doi: 10.1177/0269215512443373
Nikander, R., Sievänen, H., Heinonen, A., Daly, R. M., Uusi-Rasi, K., and Kannus,
P. (2010). Targeted exercise against osteoporosis: a systematic review and meta-
analysis for optimising bone strength throughout life. BMC Med. 8:47. doi:
10.1186/1741-7015-8-47
Nishida, S., Endo, N., Yamagiwa, H., Tanizawa, T., and Takahashi, H. E. (1999).
Number of osteoprogenitor cells in human bone marrow markedly decreases
after skeletal maturation. J. Bone Miner. Metab. 17, 171–177.
Okafor, E. C., Gupta, R., Estrada, D., Andrew Taylor, J., and Tan, C.O. (2016). FES-
rowing and long-term reversal of osteoporosis following spinal cord injury: a
case study: 699 board #15 June 1, 3: 30 PM - 5: 00 PM. Med. Sci. Sports Exerc.
48(Suppl. 1), 186. doi: 10.1249/01.mss.0000485562.52821.7f
Oliveira, L. C., Oliveira, R. G., and Pires-Oliveira, D. A. (2016). Effects of
whole body vibration on bone mineral density in postmenopausal women: a
systematic review and meta-analysis. Osteoporos. Int. doi: 10.1007/s00198-016-
3618-3. [Epub ahead of print].
Petit, M., Beck, T. J., and Kontulainen, S. A. (2005). Examining the developing
bone: what dowemeasure and how dowe do it? J. Musculoskel. Neuron Interact.
5, 213–224.
Quarto, R., Thomas, D., and Liang, C. T. (1995). Bone progenitor cell deficits
and the age-associated decline in bone repair capacity. Calcif. Tissue Int. 56,
123–129.
Raab, D. M., Smith, E. L., Crenshaw, T. D., and Thomas, D. P. (1990). Bone
mechanical properties after exercise training in young and old rats. J. Appl.
Physiol. (1985) 68, 130–134.
Reid, I. R., Lucas, J., Wattie, D., Horne, A., Bolland, M., Gamble, G. D., et al. (2005).
Effects of a beta-blocker on bone turnover in normal postmenopausal women:
a randomized controlled trial. J. Clin. Endocrinol. Metab. 90, 5212–5216. doi:
10.1210/jc.2005-0573
Robling, A. G., Burr, D. B., and Turner, C. H. (2001). Recovery periods
restore mechanosensitivity to dynamically loaded bone. J. Exp. Biol. 204,
3389–3399.
Robling, A. G., Castillo, A. B., and Turner, C. H. (2006). Biomechanical and
molecular regulation of bone remodeling. Annu. Rev. Biomed. Eng. 8, 455–498.
doi: 10.1146/annurev.bioeng.8.061505.095721
Robling, A. G., Hinant, F. M., Burr, D. B., and Turner, C. H. (2002). Improved
bone structure and strength after long-term mechanical loading is greatest if
loading is separated into short bouts. J. Bone Miner. Res. 17, 1545–1554. doi:
10.1359/jbmr.2002.17.8.1545
Roveda, F., Middlekauff, H. R., Rondon, M. U., Reis, S. F., Souza, M., Nastari, L.,
et al. (2003). The effects of exercise training on sympathetic neural activation in
advanced heart failure: a randomized controlled trial. J. Am. Coll. Cardiol. 42,
854–860. doi: 10.1016/S0735-1097(03)00831-3
Rubin, C., Recker, R., Cullen, D., Ryaby, J., McCabe, J., and McLeod, K. (2004).
Prevention of postmenopausal bone loss by a low-magnitude, high-frequency
mechanical stimuli: a clinical trial assessing compliance, efficacy, and safety. J.
Bone Miner. Res. 19, 343–351. doi: 10.1359/jbmr.0301251
Rubin, C. T., Bain, S. D., and McLeod, K. J. (1992). Suppression of the osteogenic
response in the aging skeleton. Calcif. Tiss. Int. 50, 306–313.
Rubin, C. T., and Lanyon, L. E. (1984). Regulation of bone formation by applied
dynamic loads. J. Bone Joint Surg. Am. 66, 397–402.
Russo, C. R., Lauretani, F., Bandinelli, S., Bartali, B., Cavazzini, C., Guralnik, J.
M., et al. (2003). High-frequency vibration training increases muscle power
in postmenopausal women. Arch. Phys. Med. Rehabil. 84, 1854–1857. doi:
10.1016/S0003-9993(03)00357-5
Santin-Medeiros, F., Santos-Lozano, A., Rey-López, J. P., and Vallejo, N. G.
(2015). Effects of eight months of whole body vibration training on hip bone
mass in older women. Nutr. Hosp. 31, 1654–1659. doi: 10.3305/nh.2015.31.
4.8441
Saxon, L. K., Robling, A. G., Alam, I., and Turner, C. H. (2005). Mechanosensitivity
of the rat skeleton decreases after a long period of loading, but is improved with
time off. Bone 36, 454–464. doi: 10.1016/j.bone.2004.12.001
Schlienger, R. G., Kraenzlin, M. E., Jick, S. S., and Meier, C. R. (2004).
Use of beta-blockers and risk of fractures. JAMA 292, 1326–1332. doi:
10.1001/jama.292.11.1326
Seeman, E. (2002). An exercise in geometry. J. Bone Miner. Res. 17, 373–380. doi:
10.1359/jbmr.2002.17.3.373
Shi, H. F., Cheung, W. H., Qin, L., Leung, A. H., and Leung, K. S.
(2010). Low-magnitude high-frequency vibration treatment augments fracture
Frontiers in Physiology | www.frontiersin.org 7 September 2016 | Volume 7 | Article 369
Hughes et al. Exercise-Induced Osteogenesis
healing in ovariectomy-induced osteoporotic bone. Bone 46, 1299–1305. doi:
10.1016/j.bone.2009.11.028
Silva, B. C., and Bilezikian, J. P. (2015). Parathyroid hormone: anabolic and
catabolic actions on the skeleton. Curr. Opin. Pharmacol. 22, 41–50. doi:
10.1016/j.coph.2015.03.005
Slatkovska, L., Beyene, J., Alibhai, S. M., Wong, Q., Sohail, Q. Z., and Cheung, A.
M. (2014). Effect of whole-body vibration on calcaneal quantitative ultrasound
measurements in postmenopausal women: a randomized controlled trial.
Calcif. Tiss. Int. 95, 547–556. doi: 10.1007/s00223-014-9920-1
Smith, S. M., Zwart, S. R., Heer, M., Hudson, E. K., Shackelford, L., and Morgan, J.
L. (2014). Men and women in space: bone loss and kidney stone risk after long-
duration spaceflight. J. Bone Miner. Res. 29, 1639–1645. doi: 10.1002/jbmr.2185
Srinivasan, S., Agans, S. C., King, K. A., Moy, N. Y., Poliachik, S. L., and Gross,
T. S. (2003). Enabling bone formation in the aged skeleton via rest-inserted
mechanical loading. Bone 33, 946–955. doi: 10.1016/S8756-3282(03)00274-6
Srinivasan, S., Ausk, B. J., Prasad, J., Threet, D., Bain, S. D., Richardson, T. S., et al.
(2010). Rescuing loading induced bone formation at senescence. PLoS Comput.
Biol. 6:e1000924. doi: 10.1371/journal.pcbi.1000924
Srinivasan, S., Weimer, D. A., Agans, S. C., Bain, S. D., and Gross, T. S.
(2002). Low-magnitude mechanical loading becomes osteogenic when rest is
inserted between each load cycle. J. Bone Miner. Res. 17, 1613–1620. doi:
10.1359/jbmr.2002.17.9.1613
Steinberg, M. E., and Trueta, J. (1981). Effects of activity on bone growth and
development in the rat. Clin. Orthop. Relat. Res. 156, 52–60.
Tan, C. O., Battaglino, R. A., and Morse, L. R. (2013). Spinal cord injury and
osteoporosis: causes, mechanisms, and rehabilitation strategies. Int. J. Phys.
Med. Rehabil. 1:127. doi: 10.4172/2329-9096.1000127
Tanaka, K., Nishimura, N., Sato, M., Kanikowska, D., Shimizu, Y., Inukai, Y.,
et al. (2013). Arterial pressure oscillation andmuscle sympathetic nerve activity
after 20 days of head-down bed rest. Auton. Neurosci. 177, 266–270. doi:
10.1016/j.autneu.2013.02.025
Taraborrelli, S. (2015). Physiology, production and action of progesterone. Acta
Obstet. Gynecol. Scand. 94(Suppl. 161), 8–16. doi: 10.1111/aogs.12771
Tomkinson, A., Gevers, E. F., Wit, J. M., Reeve, J., and Noble, B. S. (1998). The
role of estrogen in the control of rat osteocyte apoptosis. J. Bone Miner. Res. 13,
1243–1250. doi: 10.1359/jbmr.1998.13.8.1243
Tomkinson, A., Reeve, J., Shaw, R. W., and Noble, B. S. (1997). The death of
osteocytes via apoptosis accompanies estrogen withdrawal in human bone. J.
Clin. Endocrinol. Metab. 82, 3128–3135. doi: 10.1210/jcem.82.9.4200
Tsuji, T., Hughes, F. J., McCulloch, C. A., and Melcher, A. H. (1990). Effects of
donor age on osteogenic cells of rat bone marrow in vitro. Mech. Ageing Dev.
51, 121–132.
Turner, C. H., Takano, Y., and Owan, I. (1995). Aging changes mechanical loading
thresholds for bone formation in rats. J. Bone Miner. Res. 10, 1544–1549. doi:
10.1002/jbmr.5650101016
Umemura, Y., Ishiko, T., Yamauchi, T., Kurono, M., and Mashiko, S. (1997). Five
jumps per day increase bonemass and breaking force in rats. J. BoneMiner. Res.
12, 1480–1485. doi: 10.1359/jbmr.1997.12.9.1480
Vanleene, M., and Shefelbine, S. J. (2013). Therapeutic impact of low amplitude
high frequency whole body vibrations on the osteogenesis imperfecta mouse
bone. Bone 53, 507–514. doi: 10.1016/j.bone.2013.01.023
Vignaux, G., Besnard, S., Ndong, J., Philoxène, B., Denise, P., and Elefteriou, F.
(2013). Bone remodeling is regulated by inner ear vestibular signals. J. Bone
Miner. Res. 28, 2136–2144. doi: 10.1002/jbmr.1940
Wang, X., Wei, W., Zinn, A. R., and Wan, Y. (2015). Sim1 inhibits bone
formation by enhancing the sympathetic tone in male mice. Endocrinology 156,
1408–1415. doi: 10.1210/en.2014-1872
Warden, S. J., Hurst, J. A., Sanders, M. S., Turner, C. H., Burr, D. B., and
Li, J. (2005). Bone adaptation to a mechanical loading program significantly
increases skeletal fatigue resistance. J. Bone Miner. Res. 20, 809–816. doi:
10.1359/jbmr.041222
Wiens, M., Etminan, M., Gill, S. S., and Takkouche, B. (2006). Effects of
antihypertensive drug treatments on fracture outcomes: a meta-analysis of
observational studies. J. Intern. Med. 260, 350–362. doi: 10.1111/j.1365-
2796.2006.01695.x
Wong, S. Y., Kariks, J., Evans, R. A., Dunstan, C. R., and Hills, E. (1985). The effect
of age on bone composition and viability in the femoral head. J. Bone Joint Surg.
Am. 67, 274–283.
Xu, J., Lombardi, G., Jiao, W., and Banfi, G. (2016). Effects of exercise on bone
status in female subjects, from young girls to postmenopausal women: an
overview of systematic reviews and meta-analyses. Sports Med. 46, 1165–1182.
doi: 10.1007/s40279-016-0494-0
Yeh, L. C., Wilkerson, M., Lee, J. C., and Adamo, M. L. (2015). IGF-1 receptor
insufficiency leads to age-dependent attenuation of osteoblast differentiation.
Endocrinology 156, 2872–2879. doi: 10.1210/en.2014-1945
Disclaimer: The opinions or assertions contained herein are the private views of
the authors and are not to be construed as official or reflecting the views of the U.S.
Army or the Department of Defense.
Conflict of Interest Statement: The authors declare that the research was
conducted in the absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.
Copyright © 2016 Hughes, Charkoudian, Barnes andMorgan. This is an open-access
article distributed under the terms of the Creative Commons Attribution License (CC
BY). The use, distribution or reproduction in other forums is permitted, provided the
original author(s) or licensor are credited and that the original publication in this
journal is cited, in accordance with accepted academic practice. No use, distribution
or reproduction is permitted which does not comply with these terms.
Frontiers in Physiology | www.frontiersin.org 8 September 2016 | Volume 7 | Article 369
